Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 1 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1A 




Applicants: William F. Kiesman et al. Arty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Arty: Karen Mangasarian (Reg. No. 43,772) Sheet 2 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1B 





Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 3 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1C 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 4 of 19 

EXPRESS MAIL EV132184127US 



FIG.1D 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 5 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1E 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 6 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1F 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 7 of 19 

EXPRESS MAIL EV132184127US 



FIG.1G 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 8 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1H 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 9 of 19 

EXPRESS MAIL EV1 321 84127US 



FIG. 11 




Applicants: William F. Kiesman et at. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 10 of 19 

EXPRESS MAIL EV132184127US 



FIG. 1J 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 1 1 of 19 

EXPRESS MAIL EV132184127US 



FIG. 2A 



R b OOC 

(XXV) 



R b OOC 




Example 
101 



f 



R b OOC 




COOR : 



Example 
102 



R b OOC 



HOOC 



CIOC 



COOR : 



I Step (A) 
I Example 79 



COOR : 



Step (B) 
Example 80 




i 




i 




COOR : 



Step (C) 
Example 81 



COOR, 



Step (D) 
Example 82 



COOR 



a 



(i) 



(ii) 



(IV) 



(V) 



Step (TT) 

Example 

110 



(HI) "* 



Step (E) 
Example 83 




X A N A o 



R 1- N -*> V -NH2.HCI 

1 X < VI > 

O^N^NH 2 
R 2 



COOR ; 



(VII) 



R 2 



NH 2 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 12 of 19 

EXPRESS MAIL EV132184127US 



FIG. 2B 



Step (F) 
Example 84a 



I 

R- 




t 

R 6 

N 

/> 
N 



Ri 



COOR a 

(VIII) 



Step (G) 
Example 85a 




COOH 



(IX) 



Step (H) 
Example 86 




Step (I) 
Example 87 




(XI) 



R 



1 Re 

N 



Step (J) 

Examples 88 and 89 



XI > 




R. 



Step (K) 
Example 89 




Step (L) 
Example 90 




t 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 13 of 19 

EXPRESS MAIL EV132184127US 



FIG. 3 



i 



COOR : 



Step (M) 
Example 9 1 




1 



COOR, 



Step (N) 
Example 92 



I 



I 



COOH 



Step (O) 
Example 93 



COOR, 



Step (P) 
Example 94 



COOR, 



(IV) 



(XVI) 



(XVII) 



(XVIII) 



(XIX) 



Step (Q) 
Example 95 



♦ 



COOR, 



(XX) 



Step (R) 
Example 96 



R d OOC 



R d OOC 



R 



1~ 



R 2 



\ 




COOR. (XXI) 



Step (S) 
Example 97 




COCI 



Step (T) 
Example 98 



1 R 



X A N A o 



NH 



Step (U) 
Example 99 



(XXII) 




(XXIII) 




Step (V) 
Example 100 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 14 of 19 

EXPRESS MAIL EV132184127US 



FIG. 4A 



Re 



O 



NH: 



OH 



STEP (Z) 



STEP (Y) 




(R is reactive to 
base) 



(VII) 



STEP (F") 
Example 84 




COOR 



(VIII) 



STEP (G') 
Example 85 



Re 



COOH 



i 

R 2 



(IX) 




COOH 



(XXVI) 



STEP (Z') 



STEP (H) 
Example 86 



N 




N 

i 

R 2 



Re 

N > * OH 



(X) 



STEP (I) 
Example 87 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 15 of 19 

EXPRESS MAIL EV132184127US 



FIG. 4B 



STEP (I) 
Example 87 




Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasahan (Reg. No. 43,772) Sheet 16 of 19 

EXPRESS MAIL EV1 32184127US 



FIG. 5 



o 




HO 



HO 



COCH 3 



I 



COOR a (XXIX) 
Step (EE) 




COOR 



a 



I 



(XXX) 



Step (FF) 




I 



COOR, 



Step (GG) 



(XXXI) 



X 



X/N A NH 2 ° 
R 2 




COOH 



(XXXII) 



Step (HH) 



R 1- N 
X 2 ^N 




R 



g 



R- 



(XXXIV) 



Step (JJ) 



R 1- N 
X^N 




N ^ — ' 



COOR 



a 



R 2 



Step (KK) 



X 



R 1- N 
X 2 ^N 




R 
N 



R- 



(XXXV) 




COOH 

(xrv) 



R i- N 

X 2 ^N 
R- 




R 6 

N 

> 
N 



cooh (xxxni) 



Step (II) 



t 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 17 of 19 

EXPRESS MAIL EV132184127US 



FIG. 6 



R e OOC 




OH 



Step (LL) 
Example 



(XXXI) 



FLOOC 




Step (MM) 
Example 



(XXXVI) 



FLOOC 




M-COOR 



(XXXVII) 



Step (NN) 
Example 



R e OOC 




COOR : 



(XXI) 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 18 of 19 

EXPRESS MAIL EV132184127US 



FIG. 7 




R 2 



Step (QQ) 
Example 



X 2 ^N 
R- 



LG 



Step (RR) 
Example 



(X) 



rxL) 




(XLI) 



COOR, 



R a OOC 



Step (SS) 
Example 




(XXXV) 



COOR ; 



Applicants: William F. Kiesman et al. Atty Docket No. A085 CON 

Application No: To be Assigned Filed: Concurrently Herewith 

For: ADENOSINE RECEPTOR ANTAGONISTS AND METHODS OF 
MAKING AND USING THE SAME 

Atty: Karen Mangasarian (Reg. No. 43,772) Sheet 19 of 19 

EXPRESS MAIL EV132184127US 



FIG. 8 



7-1 



X 



R = H, 




Z= H, Li, Br, I, OTf, ZnCI, 
MgBr, SnBu 3 , B(OH) 2 



7-2 



R' = C0 2 Me, 
CH 2 CH 2 C0 2 Me 

X = Li, CI, Br, I, OTf, ZnCI, 
SnBu 3 , B(OH) 2 , MgBr, OH 



Step 1 
or Step 2 



Pr 



7-3 



Step 4 



7-5 




Step 5 



7-3 



Step 3 




= OH, CI, Br, I 




7- 



Step 7 



(and Step 8 for case 
7-3 where 

X = CH 2 CH 2 CHO) 



